Psoriasis is a chronic immune-mediated inflammatory condition, affecting 2-3% of the population. In recent years, advent of biologics, including secukinumab, have been a major advancement in the management of difficult-to-treat plaque psoriasis. However, high cost of biologics is often a deterrent, especially for Indian socioeconomic condition. Apremilast is an oral phosphodiesterase 4 inhibitor that is safe for use along with many other systemic therapies of psoriasis, including biologics. We report two cases of psoriasis on secukinumab therapy for long duration with good response to therapy. Later, addition of apremilast, allowed halving the dose of secukinumab with maintenance of improvement.
Introduction
Psoriasis is a chronic immune-mediated inflammatory condition, affecting 2-3% of the population. In recent years, advent of biologics, including secukinumab, has been a major advancement in the management of difficult-to-treat moderate-to-severe plaque psoriasis. However, high cost of biologics is often a deterrent, especially for Indian socioeconomic condition, for using them in long-term maintenance. Apremilast is an oral phosphodiesterase 4 (PDE4) inhibitor that is safe to use along with many other systemic therapies of psoriasis, including biologics like TNF-α inhibitors and ustekinumab. [1] However, its safety and efficacy when coadministered with IL17 inhibitors, like secukinumab, is largely unknown.
Here, we report two patients with history of plaque-type psoriasis recalcitrant to topical, oral, and systemic medications who attained and maintained near-complete remission after therapy with a combination of secukinumab and apremilast.
Case History

Case 1
A 23-year-old man with 3 years history of plaque-type psoriasis presented to clinic after failing several therapies, including topical therapy (Class I topical steroids included), methotrexate, and cyclosporine. At the time of presentation, the patient was on secukinumab (300 mg every 4 weeks) therapy for 6 months. At the time of initiation of secukinumab therapy, his PASI was 38, which was reduced to 5 at 7 th month. But the patient noted steady recurrence of disease during the seventh month of secukinumab therapy. Physical examination revealed scattered psoriatic plaques on the patient's chest, abdomen, back, and all four extremities [ Figure 1 ]. Apremilast (uptitrated to 30 mg twice per day) was added to his secukinumab therapy (at the standard therapeutic dose). One month later, secukinumab dose was reduced to 150 mg every 4 weeks
This is an open access journal, and articles are distributed under the terms of the Creative Commons Attribution-NonCommercial-ShareAlike 4.0 License, which allows others to remix, tweak, and build upon the work non-commercially, as long as appropriate credit is given and the new creations are licensed under the identical terms. and apremilast continued at standard therapeutic dose. Four months since the combined use of apremilast and secukinumab therapy, the patient had noted significant improvement and was almost clear of psoriasis. PASI also reduced to 1.2 at 5 th month after starting apremilast with continuation of secukinumab at reduced dosage. The patient did not report any side effect like, nausea, diarrhea, headache, or infection. Laboratory workup was also within normal limits.
Case 2
We report another patient, a 32-year-old male with 6 years history of severe plaque psoriasis who achieved near-complete clinical clearance on a combination of apremilast and secukinumab. The patient did not improved significantly to topicals, PUVA, and systemic treatment including methotrexate, cyclosporine and etanercept. Although disease improvement was achieved on cyclosporine initially with 3.5 mg/kg/day dose, response was lost after some time and even PASI increased to 42 from 28. At this point, treatment with secukinumab 300 mg every month was initiated and the patient responded well to secukinumab therapy in 5 months. Marked improvement was noted in terms of PASI (from 42 to 7). But the patient was not willing to continue secukinumab due to the cost factor. Hence, dose of secukinumab was halved and apremilast was added and uptitrated to 30 mg twice daily. After 4 months of combination therapy, patient had few scattered erythematous scaly plaques on his legs and trunk [ Figure 2 ]. Patient reported mild diarrhea, which subsided on its own. Laboratory workup was within normal limits.
Discussion
Although multiple, highly efficacious treatments are available for moderate-to-severe psoriasis, patients with refractory disease or contraindications to different treatment modalities present therapeutic challenges without a consensus algorithm to guide drug selections. Apremilast is an oral PDE4 inhibitor that offers a favorable tolerability profile, ease of administration, and is economically feasible as compared to biologic agents. Efficacy of apremilast for plaque psoriasis is well demonstrated in two, 16-week, phase III ESTEEM studies; [2, 3] patients who had no prior oral or biologic agents showed significantly better response rates. [2] Apremilast appears to have lower efficacy than some biologic agents, which achieve a PASI-75 in approximately 70% of patients after 12-16 weeks of therapy. [4] [5] [6] [7] [8] However, its ease of administration as an oral agent coupled with safety profile makes it an attractive option for psoriasis management.
Combination therapy of TNF blockers and methotrexate can provide greater disease control compared to biologic monotherapy alone [9, 10] and is a treatment strategy currently implemented in up to 30% of patients on TNF-α inhibitors. [11, 12] Combination therapy with apremilast has been reported in case reports with adalimumab [13] and secukinumab. [14] Additionally, its combination is also well documented with other antipsoriatic agents like methotrexate, acitretin, cyclosporine, phototherapy, and other biologic therapy in a retrospective analysis of 81 patients. [15] Even recently published guideline recommends combined use of apremilast with biological agents and conventional therapies like methotrexate, cyclosporine, etc. We hereby report two cases of apremilast with secukinumab as combination therapy for the management of plaque psoriasis, which led to significant disease improvement without any adverse effect.
In both the cases, patients achieved improvement with secukinumab, but on addition of apremilast, not only the dose of secukinumab but entire cost of therapy was also reduced. However, it warrants further investigation to determine the safety of using these agents together.
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